WO 2005/029081 



PCT/JP2004/014455 



w m m 
mm*. &m<Dmo% (6~i4«fc.ae>n£. 

m, z\n%<Dmvt<D&t^x-%mm<Dffi®fo\zfc&%<D&mfcMti^5o mf&m, 
nmMtenyiwmmmm&nmizmit^zfr&^'&wmiK. ii^fi^^iT 

MMBttZo 2mmmxjLXrty/\&&fr\$z\n\zm?%mfefe\z&v), 
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tfzL— & 1998:340-60.) „ 

sfn.M&>^?mm&mfe'tz>m&hfoz> 0 mz, m'&tim^mmxuwhik^ 

^fzMm-ummzmttzm^cDmifehfttDtiZo ^<d®,> mn^mm^M 
uE%t&mzjfoVTftt>nz> («t£ie— m. t&m^mm. ^v>^jv 
mmmxmm ^^;vt'a-a. 1998:340-60.) „ 

me, mmm<Dmm\ l t±m^rc.m^(D^m^m.^t}^:xm^mzntDnx^ 

bh'J^U>i^P7^^7>i?>D^fi (l^TL-PGDS) te. 

X, i^7K14i£^(D^M^^fe#^^#^fg14^>A^KTfe^ (Urade Y. 
et al. , Prostaglandin D synthase: Structure and function. Vitam Horm 
2000:58:89-120.) » L-PGDSte, m?rLf^mmmm<D}k*X^Mm\z®imzn 
ZZLLtfmBZnT&Q (Hoffmann A. et al. , Molecular characterization 
of j3 -trace protein in human serum and urine: a potential diagnostic 
marker for renal diseases. Glycobiology 1997:7:499-506.) , ^.\z, 

wmBf)mnir^uM<D^mwmmmm\z^xwm^pi-?Gi)smm^m 
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JD-ra z\ £ *W S^tlTtfe (Hamano K. et al. , Blood sugar control 
reverses the increase in urinary excretion of prostaglandin D synthase 
in diabetic patients. Nephron 2002;92:77-85.) . £jfc2£5&9i# £ \%. L-PGDS 

asJiiPf 5 21 £ £93 e>56Md bTtfe (Eguchi Y. et al. . Expression of 
lipocal in-type prostaglandin D synthase ( j8 -trace) in human heart and 
its accumulation in the coronary circulation of angina patients. Proc 
Natl Acad Sci USA 1997;94:14689-94.) . E©«fc3fc, L-PGDS £Wmm$> & ^ 
Bif^t0HffttW6^l:$nTtfe*i, L-PGDS £ttJg**jE©||«k: -3 

2M#fF:£iiU Hoffmann A. et al. . Glycobiology 1997;7:499-506 
#«FW\£!tt2 Hamano K. et al. , Nephron 2002;92:77-85 
##W\£!R3 Eguchi Y. et al., Proc Natl Acad Sci USA 1997;94: 
14689-94 

*mm<Dmmm&, ^mzt^mmmzm^t^m^mmt^z\£\z^>^ 0 jg 

S^ttcfcoT, ttjfi+^fiCD^ft^ftlf 2>ttk&m®i'rZ>Z\£\Z$>Z> 0 

SffiS^fc^-TS £ £ifi-V&2> z\£&JL\,*m U «f2E£^J&£-a:3 t:lo 

BP'S, #fg9ifcJu «»#J:?)SKbfc#«tt^^flDL-PGDS*a!l3t*r*J:t*# 
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[3] «|fc#£D##bfc#«tt** t t , ©fc h U U >i^n^^^7>y>D 
^J£#*&a^5 ttiB+»se©^»^, 

[6] i^jfiLffi, ^io^nfeMbTi^^stt^tictT, % 

[7] &wtm&vn%ivrz.&mum t P<D}i hu**u >i^nx^^7>^>D 

fr&RJSb&fcy h*:7|t£Jfc8rr* [5]^fc«[6]©ttiS 

[8] ftM*nfcm&&y>mm\stz.wffi.ffl&*$(D\i u >i^px^^7 

[9] ftS^t^th'J^'J >I^D7^^7>y>D^i$©i^^, 

^6!SE^Wa3tfefcJ:OfT'5 2ltS«Fl»t*rs, [1] [2] <Z)&£if>*ft<Z)tt 
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[i o] t hj##u >m7ux?tf7>i?>j)&j8,wm<Dmm&, 

[i i] fcmum*<D}ibvi$%v>m7ax??7>z;>])&fcBm<Dmm&, 

ftft3*waije8cic«k tiff a z.t*nwi£-rz>, isxom^ • M^ti^M^, 

[13] ^ii^Jfil^Tfe^ [1]~[1 2] ©wrna> 

[14] [1]~[1 2] <£>^-rn^©;#^ &£>tflc: 

[15] h 'J U >sy DX^ ^7 >y >D^f ltn;#:^^, 

^mmzmmizmw? %o 

a»ojiii+L-PGDs*a!Sr^bfc. fancDgM^ v^t t&m* m&-e mM \Z L- 

~>>i gmtcioizmwistco mn<Dm\z^x%, &m*mm'vmmzL-?Gj)s 

x\mmm\zit'<mm\zL-Ki)smmT~$>-Dfzo 
m4\t, tim2^zm(Dt&m^mmtim^mm'M^f3:^\zm^xmm.m$>^ 
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m 5 it. mmmwisL a &m \zmmm & s v> ummm^m^mm z ntzts: 
mzttmz. tim^mm^mm\zm^rzu^tiB.m^m^xi-?Gdsmm^m\mv 
fcm^TF-t. mmm^temmm\z&^mizL-?Gd$mm~T:&^fzo 

M6u, mmmw?££%m\zmfemfo&wzmmmi&m^mmhmi£znfz& 
m^nmz, mM^m'&^mmzmmvfc&ftm&m^Ti-vGvmmm&mimv 

nvrc 0 mmmT\tmmm\z&^mzi-vGiismm-c$>-ife 0 

^mm\z^x, L-vGm&mmTzmmfemmm^nT&ufc&mx&v), n 

zfm.wiR2zv\t*. z\(om^, «E»#tt*E»T?»t)"€-oDffijB^^— v (&mwi<Dm 

-tzz. mzt&M*mm<DmWi%:m.LTtez>t£Miz'z>\,*T\z, mm^m 
txn i-?Gvsmm&jEm\zK$k-? zmmm-v&n\zmzv&mzt£nT. mx\* 
fr\sfsi&*>, m^(Dm^M^\z^x, mm\zE.-D&m(D&:m&mm\zmm~? & 

&mfetik%f<Dfk&¥&)®mmz ,t«5©aw5§-e&£o u—^-jv^t it 

tt, A-T^U K — *7tfclB7 (FERM BP-5709) , 7F5 (FERM BP-5711K 6F5 (FERM 

BP-5710K 9A6(FERM BP-5712) , 10A3 (FERM BP-5713) mz& 9jg£$n& fcCD£ 

#jfifc/BV>SC£a**T?€r*. /W:/'J *7«clB7ttl995^9^21B (M^fg 

B) KlFEKM BP-5709 «hbT> 7F5fc£1996^ 6 J3 6 B (HC«f6B) fCFERM BP-5711 
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£UT, 6F5tel995^9£21B (M^tEH) KFERM BP-5710t LT> 9A6tel996^ 
6 £60 (BCSFffcB) fcFERM BP-5712£ bt> 10A3&19963F 6^63 (JKSFte 
B) JdFERM BP-5713£bT* mftft&.&Am&mSm&WftffiftW3itto*}ft±;> 
(H*i«^<^IlTa l#*fil **!S6) fc*K$nTVi*. #| 

£> TffiiS tlTV^L-PGDS^fctl^ v h (W097/16461) &jpJffi*rn«^Vi. 
(hemolysis, elevated liver enzymes, and low platelet count) 

t $ ntz.mmfr e> ^ u &#*tw«t» cdl-pgds^so^t^ . * b 

V^-Zr, ^#T^^a^J:^^lXb^#:^M^4 l ©L-PGDS^a!l^b, 

>^ h*7mtit®t~?z>z\t\z&v), i-vGDsmmnfiti y ht7i*git««^, & 
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«5O~7OMg/dL0l8K »M32MKK©ii»T?tt50-'60Mg/dL©MK:ia:^'r*2:t 
^4«ti^T«^3151^TOmt&O^TH2. 7~9mg/g^ 1/T 

?--><Dm. &mnm&>mv>i&mxm. 5-7. 5mg/g^ I'T^xarafciajrrs 
eta*-*?**, aitig^f ^it^^fltts* ^ h^-^Mt>is^ 

2tl&V^> lftL^^T55~70jag/dL^, ^^Mt*4~ 9mg/g^ VT 

ym^mx^m^, ^m^mmmm^mmzmmi^x^^^m^n. & 

&t>~F, ^fcft\zt&M^nmzmmvx^f£^tmxzn&&mt)mm^m&& 
mm-rzvxpzmm, tf^^nm^m^^-r^m^^-r^o z<Dm 

M(D^<DW:<Dmm*Mmi>, &M*n>m*m*m^iEi%<D^ftm\zm^fc]£m 
mt, t&MMffl^iz&m^mm&Bmvfcmmmziizfttf, m^(Dm<Dm\^m^ 
'&m(Dm<DMi&mt.<Dm\z^(Dfctbo-t) v ht7i^it^<. 
t&m^m&^mmmizmmvx^rcmm^m&tim^mum^. iE3t<D££# 
m\zm^rciim(Dmmm(D^mmm^mmm<D^mz^r,^^rLx^n^ *t 

(retrospective) \zft y hjryM&mifcTZ Z. tfetfS. £©|^$£ 
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-T^^tfcJ;^, «iB«1*Si3E&5gSt" S'J^^&4HI3£f*. WAtf, «ISflt*<* 
©Mfc\ ^4>»afT?tt3. 0~10mg/g^ l/7f ->fci^t§ C t^tt 
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b*&<£*r%o mm,M&TM*yh\$, m*y h^mm^mmm\zm^<m^ 
%v v^ymzx-^mm^^^tzM^Mm^hjx^x^^. 

£t\ t hL-PGDS<h^-5Jfgfttn;-t: M-PGDS^E/ ?u-±)lififc — 
> : 7F5) £50 mjfcWimffiWi (pH 9.6) T4. 4/*g/mLi:ft3 J; -5 fc^JRU 96^7 
x^-T^D^-r^ — ^U— b^300/zL/^x;i/T^J!]P^.T, 4tT-i-f>+a 
^-h-r^^t^iOH'IS'fbbfeo £©:/l/-h£U>MiI®£Mti&7k (pH 
7.4, OTPBS) Tr3[U2$fc#L£:^ 0. 2X;2j1f< >£#t?PBS (pH 7.4, ^T^n>^ 
3r>^$0 £300^L/^x;Kf^>in;5U 30 < C7?90^ra-1'>^a.^-h-r^>^<h^ 
J:D^n'^>^^ffofco ^Vi-e, :/n y t?'&0)7V — h £0. 05% 
Tween20£^tfPBS (T-PBS) XZmm^Tz^ tnMmm. (7uy *>^fjTe^ 

vtz.mmwi&z>^nfcwt&im £ioo/zi/^ ^ivr-oimx, zox:x%^-m^>^ 

a^-hL&„ T-PBST3Isl^U ^^>^T0. 5 fig/mLhteZ 

&?mRVT^nvV\Z^)V**^#-^mmikiri-t hL-PGDS^/^n-:*-;!/ 
irc#; (^a->:lB7) £100/iL/^x;VT Oin*-, 30T;^90#ra^ >^ra^- h 
Lfeo T-PBST3[eJSfc&U (ABTS solution : ^— U >#-v> 

M&ttm & ioom x^-roun*., 3o , CT?3o^ra-r>^3.^-hbfc„ s 

f?itf& (1.5X^3.^11) <&100/iL/^x;VTolDA, ^U-h^+ij-T 

JS#bT J Rjfc&#ihSl*\ rUI£<E>:/W-b 0-^-^405 nmlc43W-£K3te££S!l 
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±fBi^> H-T y^EUSkmizm^tc^S &u— irfrtiifc. (^n->: 1B7, 
7F5) tt, ^XHg]|Sl*3fc:/U**>l. 0 mL£&MU *CD«2HM gfc^n^n 

ifefSI6) fc, 1B7£^^T«FERM BP-5709 0 1995^9^ 21 B ) ^ 7F5fc-0 

^TteFERM BP-5711 (M^feB 1996^6^ 6 B) £ bT^fe£*lTV^„ 

H^t, ^EM31jl^ttf^^^T«, IES (n=14, 46. 1 ± 2. 8 u g/dL, ¥iSJlfi + @ 
2p^) KJtU (n=l(h 72. 8±3.8Mg/dL, ^{fi±^2pM^) ~C 

^mzi-?Gdswc$>^t£ (p<o.oood o %.tc, &]&32my,mz&^T>b, jei% 
(n=i3, 48. 3+3. 8 m g/dL> ^m±mmmm ^jtu, mm^rnm (n=io, 

65.4 + 3. 1/ig/dL, ¥i^ffi + ^P^) T#«^L-PGDS^ffl"efeo ft (P<0. 05) „ 

M^#^^^-r^"5Tig'i4^^<, jfii^L-PGDsay^^^^-^o^m^w^t? 

\z&tf%iEfti£M&&ztt&m*nmi&M<Dmm%i*M&vr^ m.<DMt£<DM^& 
(mg/g?uT^-» o @s%k*m2\z7jk-t 0 t&mzim^m\z^^x\^ ies 

(n=14, 2. 53±0. 26 mg/g#UT^->. ^m±mmmm) \zitV, 
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m (n=io, 9.90+2.24 mg/g^ ut^->, ^m±mmmm) -e^-^^L-PGDs 

iSlfiT&ofc (P<0. 0001) o lg;MZ2mSkmz&\,*T%. iE^ (11=14. 3.38 

±0.58 ^/^vr^->, ^m+mmmm) \zitv, &M*pmm (n=io, 

8.03+1.11 mg/g^I/T^n>, ¥*m±**P»IS) TW^^L-PGDS^iitTrafe^ 
(P<0. 005) o ftoT, •f»ltl(D^SgX^-^(C^ViT ! fe^4 1 L-PGDS^?t«^ 

^ o^m ^ffl t $> & £ # & n^co 

^26-38®(DSSS4 l *^^(Djf[i4'L-PGDS^^?l!l^bfeo »t#£, ifUifo. 

mmm*mm\zfttf, sk^i-?Gdsmm^itnvr^o ^om^ mziz^vr^^o 
\z, mmm<D!k*L-?Gvsm& (n=i2, 71.9+3. 6Mg/dL, ^mm±mmmm ra, 

mfcM (n=9, 52.4+4.8Mg/dL, ?^tt±flimSI) fclt^lcfc^-C&otf!: 
(P<0. 01) o fi£oT. SM^S^m^fc^l/iTlfiL^L-PGDSaS^WilTS)^^ 

fe^m&mm-v&zpimm^K, ^<Dmmfem&*mm<Dmmmmm\z^m 

skj±, #®> ^<Dmmmmwtza\z^\,*TmmM&m*mmzzn. 

mmtftm^mmzftv, ^^L-PGDsw«*jt^bfe 0 ^#:«i?iB#m^b, ^ 
*i-?Gvsmmmfem*p ur^-yi g&feo^m^ufe (mg/g^wT5P~» „ 
^©^m, mAizTfiVfc^oiz, mmm<Dm*i-?Gdmmm. (n=i2, 9.72+3.46 

mg/g^I/T^>, sfi%m±MmW*m te, 3«M (n=9> 3.87+1.18 mg/g^ 1/ 

¥^iit±^2p^) Klfc^WScfcBiHST&ofc (P<0. 01) o *£oT. 
SM^«^a#{C^V^T^4 1 L-PGDSfm»^ffiT$>^«-&«4 1 *^S^T^ 

^>pjfM't4^<, ^<Dmmfei£M*mm<Dm>mmi\mz&m^&% t^^zntc. 
^m\5-2m(Di&m^m'm^mmvx^^m2^^MmizM^i-?Gdsmm 
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g©95/1~ fe>^-f ;i/CD«"P»S61. 8£tg/dL£S/£#)&#y ht7ltb, &gft 

3mbfe©^b (5.9X) , 61. %iig/6LU±<DM^fcl&*2£hmm'T:$ i mm$:m 
misfc (28.6%) „ #*§5l«fctK ^ig+S^&^UTV^Vi«»te:^^Tfejfii 

mi 
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UM\z&ft2>%:*L-YG])Smmm<DM^-- te>^-f ;K£>{jtT&£4. 21 mg/g^ VT 
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2M\zftmvtzo ^(om^ m\z^r^^^>\z, h"*>l-pgdsim*4. 21 mg/g^ 

(7. 7SK) , 4.21 m/g?U7^~>&±<DM^m£^3&£MmT**m'm%:$£'m 
Vfc (33.3%) o «^cfc*K ttJgtSS^bTV^V^it^^Xfe^* 

^2 

^2. ^4>L-PGDSM*i:^©m©^^*^co^^^ 
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I | L-PGDS>4.21 mg/g$ l/7f-V 

?\z, m'mmi&M^mm (n=9, 58. 9±3. 2Mg/du ^i%m±mmmm fc&u 
m&mmm^mm u=8, 69. 2±2. 6/zg/dL, ^m±mm^m x*fc^n\zi- 
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PGDSi^ffi htzZ>Z\t. &m b% b (P<0. 05) o tot, ifim-PGDSiMS^TteM 

M^mmo^ftn \z^m x&& e> ntc* 
mm^m 

UMisT ^fc&wm mmm) ^m^xi-vGdsmiM^-Dr^o -?-(D^> meiz 
Tjkvtc&^fc, m*mmi&m*mm (n=8, 4. 59±o. 75 mg/g^i/T^->, 
±mmmm) Kitu s^^^^ (n=8, 8.69+0.96 mg/g^i/T^>, 

¥i^i±«t^S*H) ^«^«}CL-PGDS^M<h75;§3:^^jBju^: (P<0. 05) . 3£ 
oT> m4 , L-PGDS^{itS#Ti^a^M^M**^*^^-r^'5Jtg'l4^Vi < h#^. 

mm^nz. u^fe, z\ni£xmx<Dtk^mz&^xm.& 
mizmmvT^tc.]&M*mfc(Dmm&&, mmzfr-?^mm\zmfe-?2>z\£&x 
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D^fii6#*sr«^r *zit&4*«t*r*, *E«4>*!£©<ftm^aE. 

fit J; D SI bfcftta^t © k h U U >I^n7^^7>y>BMi 

flt^e>^bfc*^ ^^t^#t5:<h-r^, ai*^5*fc«6jc 
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1 3 . #*K»*«jiii«[Tf »swf^3n i~i2 ©u-rn^ i mz%&m<D?j&o 

1 4. #»Kft*lfTft5»*3| 1 ~ 1 2 CDViTtl^ 1 ^fclB»©^. 
15. takhU#^U>MynX^y^>^>D-&^m^:#:^tr, &jg 
tWSgOtfttti^y ho 
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